WE have studied the effect of human recombinant tumour necrosis factor-t (TNF-t) on gene expression and production of endothelin-1 in cultured bovine aortic endothelial cells. TNF-0t (10 and 100 ng m1-1) increased in a time dependent manner the preproendothelin-1 mRNA levels in respect to unstimulated endothelial cells. TNF-t induced endothelin-1 gene expression was associated with a parallel increase in the release of the corresponding peptide in the culture medium. These findings suggest that the enhanced synthesis and release of endothelin-1 occurring in conditions of increased generation of TNF, may act as a modulatory factor that counteracts the hypotensive effect and the excessive platelet aggregation and adhesion induced by TNF.
Results and Discussion
We first determined whether the expression of the preproendothelin-1 gene in bovine aortic endothelial cells is stimulated by TNF-0. To this purpose we monitored by Northern blot analysis endothelin-1 mRNA levels in endothelial cells exposed for 1, 2 and 6h to two different concentrations of TNF-0. As shown in Figure 1 Table 1 ).
Next we sought to establish whether the increase of endothelin gene expression elicited by TNF- 4-0.30 Values are means 4-SD (n 4).
The ratio of endothelin/actin optical density of four individual experiments was calculated relative to endothelin/actin ratio in unstimulated cells. Control ratio was assigned the number 1.0 and all other values were calculated relative to that value. 
